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Ameadments to the n^ lmfl; 

TTiis listing of claims will replace aU prior versions, and listings of claims in the application; 
Listing ofaaims! 

Claims 1-55. (Canceled) 

56. (Currently Amended) An isolated nucleic acid, comprising a sequence of 
nucleotides that encodes a p-secretase protein that is at least 95% identical to a protein selected 
from the group consisting of SEQ K) NO: 66 [22 501] , SEQ n> NO: 43 [ 4 6 - S01L SEQ ID NO: 
57 [1 4 19] , SEQ ID NO: 74 [3^ -4 52] , SEQ ID NO; 58 16 152] , SEQ ID NO: 59 [1 452] , SEQ 
ID NO: 60 [1 120] , SEQ ID NO; 67 [58 501] , SEQ ID NO: 68 [58 153] , SEQ ID NO: 69 f63- 

SEQ ID NO: 70 f63-4S3},SEQ ID NO: 75 £ 63 4 23] , and SEQ ID NO: 71 [16 119] , or a 
complementary sequence of any of such nucleotides, and specifically excluding a nucleic add 
encoding a protein having the sequence SEQ ID NO: 2 [1 501] . 

57. (Currently Amended) The isolated nucleic acid of claim 56, wherehx said 
sequence of nucleotides encodes a protease having an amino acid sequence SEQ ID NO; 58 {44- 

58. (Currently Amended) 58 . The isolated nucleic acid of claim 56, wherein 
said sequence of nucleotides encodes a protease having the sequence SEQ ID NO: 43 [46 501] , 

59. (Currently Amended) The isolated nucleic acid of claim 56, wherein said 
sequence of nucleotides encodes a protease having the sequence SEQ ID NO: 66 [22 501] , 

60. (Currently Amended) The isolated nucleic acid of claim 56, wherein said 
sequence of nucleotides encodes a protease having the sequence SEQ ID NO; 74 [22 452]. 

61. (Original) A expression vector, comprising 
the isolated nucleic acid of claim 56, and 
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operably linked to said nucleic acid, regulatory sequences effective for 
expression of the nucleic acid in a selected host cell. 

62. (Original) The recombinant expression vector of claim 6 1 , wherein said 
vector is suitable for transfection of a bacterial cell. 

63 . (Original) A heterologous cell transfected with the vector of claim 6 1 , 
wherein said cell expresses a biologically active p-secretase. 

64. (Original) The cell of claim 63, wherein said cell is a eukaryotic cell. 
65- (Orighial) The cell of claim 63, wherein said cell is a bacterial celL 

66. (Original) The coll of claim 63, wherein said cell is an insect cell. 

67. (Original) The cell of claim 63, wherein said cell is a yeast cell. 

68. (Original) A method of producing a recombinant P-secretase enzyme, 
comprising culturing a cell according to claim 63 under conditions to promote growth of said 
cell, and subjecting an extract or cultured medium fiom said cell to an affinity matrix, 

69. (Original) The method of claim 68, wherein said affinity matrix contains 
a p-secretase inhibitor molecule. 

70. (Currently Amended) The method of claim 69, wherein said inhibitor 
molecule is SEQ ID NO: 72 [PIO Pl^qtoD ^V] , 

71. (Original) The method ofclalm 68, wherem said matrix contains an 
antibody characteriwi by an ability to bind p-secretase, 

72. (Original) Themethodof claim 71, wherein said antibody is according to 

claim 55. 

73. (Original) A heterologous cell, comprising 



PA(X 7(9 ' lUVD AT 12/712004 8:28:45 PM [Eastern Standard Tim^ ^ 



DE:C. 7-5004 5:35PM TTC-PA 650-326-2422 



ISO. 329" P. 8 



Appl. No. 09/724,569 

Amdt dated Deoembei 1, 2004 

R&ply to RosttictioD/ElGction Reqivremcnt of July 8, 2004 



EATBNT 



(i) a nucleio acid molecule encoding an active ^-aecretase protein 

aocording to claim 55; 

(ii) a nucleic acid molecule encoding a (}-se<^^tase substrate 

molecule; and 

(iii) operatively linked to (i) and (ii) * a regulatory sequence effective for 
expression of said nucleic acid molecules in said celL 

74, (Qrigtual) The cell of claim 73, wherein said nucleic acid encoding said 
p^secretase protein is heterologous to said cell. 

75. (Original) The cell of claim 73, wherein both said nucleic acids encoding 
said p-secretase protein encoding said p-secretase substrate molecule are heterologous to said 
cell, 

76, (Original) The cell of claim 73» wherein said p-secretase substrate 
molecule is selected from the group consisting of MBP-C125wt, MBP-C125s\y, APPwt, APPsw, 
and J}-secretase cleavable ^agments thereof. 

77. (Original) The cell of claim 76, wherein said p-secretase-cleavable 
fragment has a sequence selected from the groiq) consisting of SEQ ID NO: 82, SEQ ID NO; 83, 
SEQ ID NO: 84, SEQ ID NO: 85, SEQ ID NO: 86, SEQ ID NO; 87, SEQ ID NO: 88, SEQ ID 
NO: 89, SEQ ID NO: 90, SEQ ID NO: 91, SEQ ID NO: 92, SEQ ED NO: 93, SEQ ID NO: 94, 
SEQ ID NO: 95, and SEQ ID NO: 96. 

Clafans 78-131 (Canceled) 
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